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BEST AVAILABLE IMAGES 



Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 



IMAGES ARE BEST AVAILABLE COPY. 



BLACK OR VERY BLACK AND WHITE DARK PHOTOS 




GRAY SCALE DOCUMENTS 



As rescanning documents will not correct images, 
please do not report ttie images to the 
Image Problem Mailbox. 



Figure 1 : Targeted Trans-Splicing 

A. Self-Spllclng of the Group I Intrcn from Tetrahymena thermophlla pre-rRNA 



pre-fflNAS- exon inuon pre-f RNA3* axon 



Odavage of 5* dxon-lntran border 




Ugati'on of 5* and 3' axons 



fflNA 



Intron 

B. Tranfi-splicing of a 3' exon onto a dtnuclaotide S' exon 



5* exon mimic 




Ugatton of 5* and 3' exons 



C. Targeted trans-eplieing of a neW 3' exon onto a targeted 5* exon 

TafQcrtod transcript ^jimron___ New 3' exon 
I Cleavage Of tarQeted transcript 

Targeted 5* exon 




I Ugaiion of targeted 5* axon onto new 3* k 



'exon 



Figure 2: cis- and trans-spllclng to recreate /acZ (alpha complement) transctipts 
A. cis-spilcing 




iacZ5' Intron pra-rRNAS' iacZ3' 



pra-rflNA 5' 

Cleavage of 5' exon-lntron border 
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Alpha-complement of tacZ 



(Ligation of 5' and 3' exons 

I Intron 



B. trans-spilcing 

lacZS' I I Ribozyme pre-rRNAa* /acZ3 

(5' exon)^ y/(Ribo2yme-y axon) 
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Ligation of 5' and 3' exons 



Alpha^mplement of lacZ 
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Rgure 5: Hydrolysis releases the 200 nucleotide lacZy Excn Sequence 



Ribozyme: I L-21 | 3' j | l-21 del I 3^ 
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Figure 6; Trans-Spllcing to Correct a 1106 Nucleotide Truncated /acZ Transcript 
A. Trans-spllcing scheme 
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B. Trans-splicing reaction 
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Figure 7: Targeted Trans-Spilclng to Correct Mutant B-globIn Transcripts • 
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Ribozyme catalyzed cleavage 
of 0-globin mutant transcript 



3* exon 




Ribozyme catalyzed ligation of wild-type S-g!obin 
sequence onto cleaved B-giobIn transcript 
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Figure 8: Targeted Trans-Spllcing to Mutate HIV gag Encoding Transcript 
HIV gag transcript 
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L-21 Ribozyme with truncated 
dominant negative gag 3' exon 
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Ribozyme catalyzed cleavage 
of HIV gag transcript 




I Ribo^me catalyzed Ugation of dominant negaUve 
f gag sequence onto deaved gag transcript 



3' exon 



Transcript encoding dominant 
negative gag protein 
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